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For the past several years, the applicant has been engaged in research involving

(I) the synthesis of organic entities having potential effects upon the central ner=-
vous system, and (II) the evaluation of connections between the chemical and pharma-
codynamic properties of these compounds. The applicant is primarily. interested in
the fundamental'study of relationships between molecular constitution and biochemi=-"

. cal response, and is particularly concerned with the effect of gradual changes in

the chemical structure of synthetic entities upon isolated enzyme systems. The rea=-
der is referred to (A)- reports submitted earlier to the Geschickter Fund for Medical
Research Inc. 157, and - (B) published accounts 8-19 for supplemental information.

‘The applicant plans to continue his investigation in accordance with the- principles
set forth in the cited communications.' Specifically, he intends to: :

I vSynthesize several series of new compounds patterned after (a) organic amines

known to:affect the central nervous system, and. (b) moieties acknowledged as sub-
strates 'in enzyme systems implicated in the pharmacodynamics  of compounds: posses-
sing psychopharmacological properties.’ The member compounds of each series will
be designed with gradual changes in their constitution, or ‘physical properties,

or both; furthermore, they will be: planned in such a manner. that potential diffe-
rences in the interaction between the member'compounds of a given synthetic series
and a given enzyme may be interpreted in terms of concepts reasonably well estab-
lished in contemporary theoretical chemistry. : '

- 2. Study the effect of these entities upon (a) isolated enzyme preparations believed

to be associated with brain functlon, and (b) other plausible biochemical systems.v>

R S Explore relationships between ‘the biochemical activity of each series of derivatives,

and ‘the-successive changes 1n the chemical and physical characteristics of the o
,member compounds. : wl
ekke

At present, our synthetic work is centered around series of arylalkylaminoalkylaceta-
mides, and pyridine- - and piperidinecarboxamides which could be visualized as moieties
- derived from the psychotomimetic molecule LSD (see Figures I II, III and IV; other
series have been planned), . :

Concurrently, the completed compounds are being evaluated in isolated cholinesterase
systems in which LSD has shown remarkable specificity. Our manometric procedures

4
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yieIdNVery,preciSé méasurements of activity in isolated pseuddq;and acetylcholines~
terase systems, and enable us to evaluate the significance of even minor variations
in activity due to small constitutional changes in a series of molecules.

We are aware of the fact that the effectiveness of a psychopharmacological agent in

“vitro cannot be interpreted as evidence for the involvement of the specific enzyme

in the mechanism of psychotomimetic responses. Yet even without conclusive causal

. .connection, thisfaﬁproach4mayAfurnish~valuableﬂinformation on the nature of psycho-
pharmacological agents. - ' 0 ' -

- o S Jokk ;-

It is fgit thafffhis:iﬁvéstigation ﬁay Yield.(é),infofmation assisting the elucida- -

tion of interrelationships between molecular constitution and biological response,
(b) better insight into the biochemical characteristics and therapeutic potentiali-
ties of certain-types of moieties, (c) several series of new organic compounds and

information about their physical characteristics, and (d) data supplementing our

' cological agents. ...

"knowledge of the néurochemical processes associated with the action of psychopharma=-

*kk

The references ¢itedfin the first paragraph of the outline are listed on the follow-

ing page.
N *kk
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~Calls
CaHs
' _ FIGURE IV, -~
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